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DETAILED ACTION 

The amendment and response filed on 1 1-3-2005 are acknowledged. Claims 1-1 1 
have been canceled. Claims 19-21 have been added. 

Newly submitted claims 19-21 are directed to an invention that is independent or 
distinct from the invention originally claimed for the following reasons: the elected 
invention is drawn to methods of deUvering therapeutic agents utilizing compositions 
comprising calcium phosphate particles wherein said agents are associated with the core 
of calcium phosphate particles and wherein said particles are at least partially covered 
with a layer of casein (Group HI of the restriction requirement) whereas claims 19-21 are 
drawn to the compositions (Group I of the restriction requirement). 

Since applicant has received an action on the merits for the originally presented 
invention, this invention has been constructively elected by original presentation for 
prosecution on the merits. Accordingly, claims 19-21 are withdrawn from consideration 
as being directed to anon-elected invention. See 37 CFR 1.142(b) and MPEP § 821.03. 

Additionally, claim 18 was withdrawn from consideration since the claimed 
method utilized a different composition (i.e. particles with cores comprising calcium 
phosphate and polyethylene glycol). Consequently, claims 12-21 are pending. Claims 18- 
21 have been withdrawn from consideration. Claims 12-17 are currently under 
examination. 



Claim Rejections Withdrawn 

The rejection of claims 12-17 are rejected under 35 U.S.C 103(a) as being 
obvious over Bell et al. (U.S. Patent 6,355,271) in view of Corrigan et al. (WO 99/03451) 
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is withdrawn. In the Declaration filed on 1 1-3-2005, AppUcant has stated the subject 
matter disclosed and claimed by U.S. Patent 6,355,271 was owned by the same person or 
subject to an obHgation of assignment to the same person at the time the instantly claimed 
invention was made as the instant application. Accordingly, AppUcant makes a clear 
statement of entitlement io exclude U.S. Patent Nos. 5,731, 168-A, 5,807,706-A, and 
5,821,333-A as prior art, as provided by 35 USC § 103(c). 

New Grounds of Rejection 
Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the 
various claims was commonly owned at the time any inventions covered therein were 
made absent any evidence to the contrary. Applicant is advised of the obligation under 
37 CFR 1 .56 to point out the inventor and invention dates of each claim that was not 
commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C 103(a). 

Claims 12-17 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Nuwayser (U.S. Patent 5,648,097 - IDS) and Corrigan et al. (WO 99/03451). 
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The instant invention is drawn to a method of dehvering a therapeutic amount of a 
therapeutic agent to a patient comprising orally delivery of one or more particles wherein 
said particles comprise a calcium phosphate core, a therapeutic agent associated with said 
core and a casein layer that at least partially covers said core. 

Nuwayser discloses methods for adsorbing biologically active compounds to 
calcium phosphate particles wherein the resulting particles serve as controlled release 
drug delivery vehicles (see abstract, column 5 lines 16-36). Nuwayser further discloses 
that the biologically active agent or drug can be any drug or biologically active agents 
that can be released into an aqueous environment including peptide drugs, antibiotics 
anti-inflammatory agents, antivirals, etc. (see column 6, lines 5-23). Finally, Nuwayser 
discloses that the disclosed microparticles can be coated with a biodegradable and /or 
bioerodible compound in order to alter the delivery profile of the active ingredient (see 
column 4, lines 18-24). 

Nuwayser differs from the claimed invention in that he does not explicitly disclose 
the use of casein as a coating substance, the use of polyethylene glycol as a surface 
modifying agent or the use of insulin as the biologically active agent. 

Corrigan et al disclose the use casein in pharmaceutical compositions to reduce 
the irritating effects of the active ingredient (therapeutic compound) [see page 5 lines 10- 
14] and to provide controlled release pharmaceutical compositions for oral administration 
(see page 6, lines 4-6). Corrigan et al. further disclose that casein can be used in 
conjunction with multiple formulation "forms" including granules (i.e. particles) [see 
page 7, lines 20-32]. 
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Consequently, it would have been obvious for one of skill in the art to use the 
casein disclosed by Corrigan et al. in conjunction with the calcium phosphate particles 
disclosed byj'Nuwayser et al. in order to take advantage of the increased drug delivery 
associated with the use of casein and to provide controlled release pharmaceutical 
compositions for oral administration. Moreover, the skilled artisan would have been 
additionally motivated to combine the teachings of the aforementioned references in 
hopes of filling the need for alternative insuUn delivery methodologies. 

One of ordinary skill in the art would have had a reasonable expectation of 
success since Corrigan et al. disclose that casein can be used with "granular 
formulations" and Nuwayser discloses that his particles can be coated with a 
biodegradable and /or bioerodible compound in order to alter the deUvery profile of the 
active ingredient. Consequently, the combination of the cited references renders all the 
rejected claims obvious. 

It should be noted that while Nuwayser does not explicitly disclose the use of 

insulin as the biologically active agent, its use is deemed to be an obvious variation of the 

particles disclosed by Nuwayser since he discloses that the biologically active agent or 

drug can be any drug or biologically active agents that can be released into an aqueous 

environment. Additionally, while Nuwayser does not explicitly disclose the use of 

polyethylene glycol as a surface-modifying agent its use is deemed obvious since 

Nuwayser discloses that the disclosed microparticles can be coated with a biodegradable 

and /or bioerodible compound in order to alter the degradation profile of the active 

ingredient (see column 4, lines 18-24). 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 12-17 are rejected under 35 U.S. C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claims 12 and 17 are rendered vague and indefinite by the recitation of the phrase " a 
layer of casein at least partially covering and forming a protective coating that 
encapsulates the core". It is unclear how a partial covering of casein can encapsulate a 
core when "encapsulation" by definition means to "encase". 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Robert A. Zeman whose telephone number is (571) 272- 
0866. The examiner can normally be reached on Monday- Thursday, 7am -5:30 p.m.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Lynette Smith can be reached on (571) 272-0864, The fax phone number for 
the organization where this apphcation or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or PubHc PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto. gov . 

Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-217-9197 (toll-free). 




ROBERT A. ZEM AN 
PATENT EXAMIX'EI^ 
January 26, 2006 



